f 
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I claim: 

\j/ A \ method for stimulating in vitro 
erythropoiesis comprising culturing bone marrow or peripheral 
blood cells with \a composition comprising an amount of 
thrombopoietin (TPO)\ and erythropoietin (EP0) sufficient to 
produce an increase in the number of erythrocytes or 
erythrocyte precursor^ as compared to cells cultured in the 
absence of TPO. 



2 . The methc 
TPO is 10 pg/ml to 10 
units/ml to 5 units/ml. 



of claim _1^ wherein the amount of 
ig/ml and the amount of EPO is 0.5 



3. The method of\ claim 1, wherein the TPO is human 
or mouse TPO. 



4. The method of \ claim 1, wherein the TPO 
comprises a sequence of amin6 acids selected from group 
consisting of: 

the sequence of amino acids shown in SEQ ID NO: 2 
from amino acid residue 1 to residue 172; 

the sequence of amino acids shown in SEQ ID NO: 2 
from amino acid residue 1 to residue a73; 

the sequence of amino acid^ shown in SEQ ID NO: 2 
from amino acid residue 1 to residue 17 

the sequence of amino acids \shown in SEQ ID NO: 2 
from amino acid residue 1 to amino acid residue 353; 

the sequence of amino acids sl^own in SEQ ID NO: 2 
from amino acid residue 22 to residue 353; 

the sequence of amino acids shoVn 
from amino acid residue 22 to residue 172; 

the sequence of amino acids show 
from amino acid residue 22 to residue 173; 

the sequence of amino acids shown \ in SEQ ID NO: 2 
from amino acid residue 22 to residue 175; 



in SEQ ID 
in SEQ ID 



NO: 2 



NO: 2 



t 



the sequence of amino acids shown in SEQ ID NO: 2 
from amino acid residue 28 to residue 172 

the sequence\of amino acids shown in SEQ ID NO: 2 
from amino acid residue 2£8 to residue 173; 

the sequence o3f amino acids shown in SEQ ID NO: 2 
from amino acid residue 28\to residue 175; and 

the sequence of ^amino acids shown in SEQ ID NO: 2 
from amino acid residue 28 to residue 353. 

5^/ A method of stWalating in vitro erythropoiesis 
comprising culturing bone mamrow or peripheral blood cells 
with an amount of TPO sufficient to produce an increase in the 
number of erythrocytes or erythrocyte precursors as compared 
to cells cultured in the absence of TPO. 

6. The method according to claim 5, wherein the 
amount of TPO is 100 pg/ml to 10 ng/*ml. 

7. The method of claim 5,\ wherein the TPO is human 
or mouse TPO. " 

8. The method of claim \ 5, wherein the TPO 
comprises a sequence of amino acids\ selected from group 
consisting of: 

the sequence of amino acids s\iown in SEQ ID NO: 2 

from amino acid residue 1 to residue 172; 

the sequence of amino acids sh^wn in SEQ ID NO: 2 

from amino acid residue 1 to residue 173; 

the sequence of amino acids shoi^n in SEQ ID NO: 2 

from amino acid residue 1 to residue 175; 

the sequence of amino acids shown\ in SEQ ID NO: 2 

from amino acid residue 1 to amino acid residue 353; 

the sequence of amino acids shown \in SEQ ID NO: 2 

from amino acid residue 22 to residue 353; 

the sequence of amino acids shown i^n SEQ ID NO: 2 

from amino acid residue 22 to residue 172; 
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the sequence ofi amino acids shown in SEQ ID NO: 2 
from amino acid residue 22\to residue 173; 

the sequence of aimino acids shown in SEQ ID NO: 2 
from amino acid residue 22 ta residue 175; 

the sequence of amino acids shown in SEQ ID NO: 2 
from amino acid residue 28 to residue 172; 

the sequence of ami^o^ acids shown in SEQ ID NO: 2 
from amino acid residue 28 to residue 173; 

the sequence of amino\ acids shown in SEQ ID NO: 2 
from amino acid residue 28 to residue 175; and 

the sequence of amino acids shown in SEQ ID NO: 2 
from amino acid residue 28 to residue 353. 

A method for stimulating erythropoiesis 
administering to a mammal in need thereof a 
;ion \ comprising TPO in combination with a 
[lly acceptable vehicle in an amount sufficient to 
lcrease in proliferation or differentiation of 

erythroid eel] 

-3rGT. The method of claim -Qr, wherein said mammal has 
a hemoglobin level of less than 11 gm/100 ml of blood. 

-Wr. The method of claim Jp 9 wherein said mammal has 
a hematocrit of less than 30%. 

A ( 

<T5\ The method of claim wherein said mammal has 
a reticulocyte count of less 0.8%. 

Iblr. The method of claim -9^ wherein said mammal has 
been treated with radiation or chemotherapy. 

Ttye method of claim 9, wherein the TPO is human 

TPO. 
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t% The method of claim 9^ wherein the TPO 
omprises a \sequence of amino acids selected from group 
consisting of: 

the sequence of amino acids shown in SEQ ID NO: 2 
from amino acid residue 1 to residue 172; 

the seqi^ence of amino acids shown in SEQ ID NO: 2 
from amino acid residue 1 to residue 173; 

the sequence of amino acids shown in SEQ ID NO: 2 
from amino acid residue 1 to residue 175; 

the sequence\of amino acids shown in SEQ ID NO: 2 
from amino acid residue \ to amino acid residue 353; 

the sequence o^f amino acids shown in SEQ ID NO: 2 
from amino acid residue 22\to residue 353; 

the sequence of ^mino acids shown in SEQ ID NO: 2 
from amino acid residue 22 to\residue 172; 

the sequence of amrno acids shown in SEQ ID NO: 2 
from amino acid residue 22 to residue 173; 

the sequence of amino\ acids shown in SEQ ID NO: 2 
from amino acid residue 22 to residue 175; 

the sequence of amino acids shown in SEQ ID NO: 2 
from amino acid residue 28 to residue 172; 

the sequence of amino acids shown in SEQ ID NO: 2 
from amino acid residue 28 to residue\l73; 

the sequence of amino acids shown in SEQ ID NO: 2 
from amino acid residue 28 to residue 1TE5; and 

the sequence of amino acids \shown in SEQ ID NO: 2 
from amino acid residue 28 to residue 35' 

The method of claim^J^ wherein 1.0 x 10 5 to 100 
x 10 5 units TPO/kg/day is administered to said mammal. 



The method of claim>§f^ wherein 1.2 Mg/kg/day to 
114 fig TPO/kg/day is administered to said mammal. 




•lS^A A method for stimulating erythropoiesis 
sing administering to a mammal in need thereof a 



61 



imposition comprising TPO and EPO in combination with a 
pn&rmaceutically acceptable vehicle in an amount sufficient to 
proouce an increase in proliferation or differentiation of 
erythr^id cells. 

The method of claim J*S^ wherein said mammal has 
a hemoglobin level of less than 11 gm/100 ml of blood. 

-*0. The method of claim -ier, wherein said mammal has 
a hematocrit of less than 30%. 

The method of claim 4*> wherein said mammal has 
a reticulocyte count of less than 0.8%. 

The method of claim wherein said mammal has 

been treated with radiation or chemotherapy. 



ie method of claim 18, wherein the TPO is 
human TPO . 

^4-. The method of claim ^Br", wherein the EPO is 
human EPO. 



25. The method of claim 18, wherein the TPO 
omprises a sequence of amino acids selected from group 
consisting ofi: 

the\ sequence of amino acids shown in SEQ ID NO: 2 
from amino acid residue 1 to residue 172; 

the sequence of amino acids shown in SEQ ID NO: 2 
from amino acid residue 1 to residue 173; 

the sequence of amino acids shown in SEQ ID NO: 2 
from amino acid residue 1 to residue 175; 

the sequence of amino acids shown in SEQ ID NO: 2 
from amino acid residue 1 to amino acid residue 353; 

the sequence of amino acids shown in SEQ ID NO: 2 
from amino acid residue 22 to residue 353; 
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le sequence of amino acids shown in SEQ ID NO: 2 
from amino a^id residue 22 to residue 172; 

the ^sequence of amino acids shown in SEQ ID NO: 2 
from amino acid \esidue 22 to residue 173; 

the sequence of amino acids shown in SEQ ID NO: 2 
from amino acid residue 22 to residue 175; 

the sequence of amino acids shown in SEQ ID NO: 2 
from amino acid residu\ 28 to residue 172; 

the sequence ^f amino acids shown in SEQ ID NO: 2 
from amino acid residue 2^8 to residue 173; 

the sequence ofXamino acids shown in SEQ ID NO: 2 
from amino acid residue 28 tfe residue 175; and 

the sequence of amino acids shown in SEQ ID NO: 2 
from amino acid residue 28 to rfesidue 353. 

lb a 

-3-6% The method of claim ±& f wherein 1.0 x 10 5 to 
100 x 10 5 units TPO/kg/day and 1 to 150 units EPO/kg/day are 
administered to said mammal. 

-3-9". The method of claim -£6", wherein 1.2 Mg/kg/day 
to 114 ng TPO/kg/day and 1 to 150~ units EPO/kg/day are 
administered to said mammal. 

A method for stimulating erythropoiesis 
ising Administering to a patient in need thereof a 
composition comprising TPO and EPO, in combination with a 
pharmaceuticallV acceptable vehicle, in an amount sufficient 
for increasing \eticulocyte counts at least 2^fold over 
baseline reticulocyte counts. 




29^ A method for stimulating erythropoiesis 
comprising administering to a patient in need thereof a 
composition comprising \ TPO, in combination with a 
pharmaceutical^ acceptableV vehicle, in an amount sufficient 
for increasing reticulocyte^ counts at least 2-fold over 
baseline reticulocyte counts, 
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3\0^ A method of stimulating erythropoiesis and 
thrombopoie^ds comprising administering to a patient in need 
thereof a composition comprising TPO and EPO, in combination 
with a pharmaceutically acceptable vehicle, in an amount 
sufficient foi\ increasing reticulocyte counts at least two- 
fold over base]\Lne reticulocyte counts and platelet levels to 
at least 20,000/W« 3 




